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Appl. No. 09/346,069 
Amdt dated 

Reply to Final Office Action of May 3, 2004 

This listing of claims will replace all prior versions and listings of claims in the 
application: 

Listing of Claims: 
1-14. (canceled) 

1 5. (previously presented) The composition of matter of Claim 1 8, wherei n the carrier is a 
pharmaceuticaily acceptable earner. 

16-17. (canceled) 



1 8 . (previously presented) A composition of matter comprising; 

a) a purified polypeptide, said polypeptide comprising a non-naturally occurring vascular 
endothelial cell growth factor (VEGF) variant of native VEGF wherein said variant differs from 
native VEGF in that said variant contains at least one modification in the Kinase domain region 
(KDR) and/or FMS-like Tyrosine Kinase region (FLT-1), said modification(s) resulting in a 
modification of the binding affinity of said region(s) with respect to binding affinity of KDR 
and/or FLT-1 receptor(s) relative to the binding affinity of native VEGF; and 

b) a carrier. 

19-33. (canceled) 



34. (currently amended) A composition comprising: 

a) an isolated polypeptide, the polypeptide comprising a non-naturally occurring variant 
of vascular native endothelial cell growth factor (VEGF) wherein the variant comprises at least 
one modification in the Kinase domain region (KDR) and/or FMS-like Tyrosine Kinase region 
(FLT-l), the modification^) resulting in a modification of the binding affinity of the regions) 
with respect to binding affinity of KDR and/or FLT-1 receptors) relative to the binding affinity 
of native VEGF; and 

b) a carrier. 
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Amendments to the Claims: 



This listing of claims will replace all prior versions and listings of claims in the application. 
Listing of Claims: 
1-14. (canceled) 

^5. (previously presented) The composition of matter of Claim }£, wherein the carrier is a 
pharmaceutically acceptable carrier. 

16-17. (canceled) 
\* , 

(currently amended) A composition of matter comprising: 

a) a purified polypeptide, said polypeptide comprising a non naturally occurring vascular 
endothelial cell growth factor (VEGF) variant of native VEGF wherein said variant differs from 
native VEGF in that said variant contains at least one non-conservative amino m-aA 
substimtionmodifioation in the Kinase domain region (KDR) and/ox FMS-like Tyrosine Kinase 
region (FLT-1), said subsnnition modification (s) resulting in a moditication of the binding 
affinity of the VEGF variant for n n iit rnprmfr) nrirti nwp^ »» ^<*^z nffin ity pf KDR and/or 
FLT-1 receptors) relative to the binding affinity of native VEGF for FLT-1 and/or KDR 
recePtotfs); and 

b) a carrier. 

19-33. (canceled) 

3/». (currently amended) A composition comprising: 

a) an isolated polypeptide, the polypeptide comprising a variant of vascular native 
endothelial cell growth factor (VEGF) wherein the variant comprises at least one modification 
non-conservative prnfrin arid substitution in the Kinase domain region (KDR) and/or FMS-like 
Tyrosine Kinase region (FLT-1), the substitmion m odifitmHnn fc) resulting in a modification of 
the binding affinity of the VEGF variant for region(g) with rospoot to binding affinity of KDR 
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and/or FLT-1 receptors) relative to the binding affinity of native VEGF forF^T-1 and/or KDR 
receptoriVk and 
b) a carrier, 

«» \ 

3£ (previously presented) The composition of claim ^4, wherein the earner is a 
pharmaceutical^ acceptable earner. 

}6. (previously presented) The composition of claim 3/t, wherein the polypeptide comprises 
one or more amino acid changes in the FLT-1 region comprising amino acids 60 to 70 of native 
VEGF. 

% h 

p. (previously presented) The composition of claim 34, wherein the polypeptide comprises 
one or more amino acid changes in the KDR region comprising amino acids 78 to 95 of native 
VEGF. 

% . y 

(previously presented) The composition of claim ^4, wherein one or more of amino acids 
63, 64, 67, 82, 84, or 86 of native VEGF are medifie dsubstituted . 

39. (currently amended) The composition of claim 38, wherein amino acid 63 of native 
VEGF is aodifie dsubstituted . 

$Q. (cuirently amended) The composition of claim 38, wherein amino acid 64 of native 
VEOF is aedifie dsubstituted . 



(currently amended) The composition of claim 38, wherein amino acid 67 of native 
VEGF is modifie dsubstihited . 

ft*. (currently amended) The composition of claim ^8, wherein amino acid 82 of native 
VEGF is med&edsubstituted. 
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,43. (currently amended) The composition of claim 38, wherein amino acid 84 of native 
VEGF is m&difie dsubstituted , 

# 9, 

£C (currently amended) The composition of claim 38, wherein amino acid 86 of native 
VEGF is modifio ds ubstituted . 

jjfi. (currently amended) The composition of claim wherein amino acids 63, 64, and 67 of 
native VEGF are modifi e d s uhstituted . 

46. (currently amended) The composition of claim ijs t wherein amino acids 82, 84, and 86 of 
native VEGF are modifie dsubstituted . 

pi. (currently amended) The composition of claim 3,8, wherein amino acids 63, 64, 67, 82, 
84, and 86 of native VEGF axe modifi e dsubstitafefl . 

^ (currently amended) The composition of claim $B, wherein the amino acid modification 
substitution is substitution by alanine. 

49-59. (canceled) 

5 3 

,60. (new) The composition of claim wherein the binding affinity of the VEGF variant for 
FLT-1 is less than the binding affinity of native VEGF for FLT- 1 . 

^f. (new) The composition of claim wherein the binding affinity of the VEGF variant for 
KDR is less than the binding affinity of native VEGF for KDR. 

6 . 

p&. (new) The composition of claim^s, wherein the amino acid substitution comprises 
D63A, E64A, and E67A. 

2 *< 

ft*. (new) The composition of claim wherein the amino acid substitution comprises 
D63K. 
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22 tj 

Jj4. (new) Hie composition of claim ^3, wherein the amino acid substitution -comprises 
D63K, E64R, and E67IC 

^ '7 

/S. (new) The compo$ition of claim ^5, wherein the amino acid substitution comprises E64N 
and L66S. 

& .. '. 8 

*fi6. (new) The composition of claim f6, wherein the amino acid substitution comprises R82E, 
K84E, and H86E. 

a? ,8 

(new) The composition of claim ^S, wherein the amino acid substitution comprises 
R82A, K84A, and H86A. 

(new) The composition of claim j?f, wherein the amino acid substitution comprises 
R82N,I83L t andK84S. 
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